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4	 CCTP52	 1	 n/a	 FLC	400	mg/d	
4	 CCTP52-d55	 55	 n/a	 FLC	400	mg/d	
5	 RCT9	 1	 2	 AmB	0.7	mg/kg/d	plus	
5FC	for	14	days	
5	 RCT9-d99	 99	 n/a	 AmB	until	death	
6	 RCT24	 1	 4	 AmB	plus	5FC	for	14	
	 44	
days	
6	 RCT24-d154	 154	 12	 FLC	800	mg/d	
7	 1600-1	 1	 n/a	 FLC	16000	mg/d	for	14	
days	
7	 1600-1-d106	 106	 n/a	 	
8	 IFNR63	 1	 n/a	 AmB	plus	5FC	
8	 IFNR63-d128	 128	 n/a	 	
9	 IFNR24	 1	 n/a	 AmB	7	days	
9	 IFNR24-d101	 101	 n/a	 	
10	 IFNR18	 1	 n/a	 AmB	7	days	
10	 IFNR18-d134	 134	 n/a	 	
11	 IFNR14	 1	 n/a	 AmB	7	days	
11	 IFNR14-d97	 97	 n/a	 	
12	 IFNR13	 1	 n/a	 AmB	7	days	
12	 IFNR13-d95	 95	 1	 	
13	 IFNR6	 1	 n/a	 AmB	7	days	
13	 IFNR6-d73	 73	 1	 	
14	 IFNR19	 1	 n/a	 AmB	7	days	
14	 IFNR19-d111	 111	 n/a	 	
15	 IFNR11	 1	 n/a	 AmB	7	days	
15	 IFNR11-d203	 203	 12	 	
	 45	
16	 IFNR27	 1	 n/a	 AmB	7	days	
16	 IFNR27-d204	 204	 n/a	 	
17	 IFNR23	 1	 n/a	 AmB	7	days	



















































1261	(0.43)	 127	(54)	 1080	(0.37)	 127	(59)	 	 	
6	 13122	(95.78)	 133	(1.00)	 5	(2)	 445	(3.28)	 82	(56)	 	 	
7	 47833	(97.83)	 522	(1.08)	 81	(65)	 537	(1.11)	 94	(72)	 	 	
8	 46883	(98.76)	 294	(0.62)	 29	(9)	 296	(0.63)	 26	(16)	 	 	
9	 289458	
(99.27)	
1033	(0.36)	 141	(58)	 1109	(0.38)	 105	(55)	 	 	
10	 12687	(98.29)	 104	(0.81)	 4	(3)	 117	(0.91)	 11	(5)	 	 	
11	 12732	(98.38)	 110	(0.86)	 10	(2)	 99	(0.77)	 6	(5)	 	 	
12	 221973	
(99.37)	
636	(0.29)	 55	(27)	 778	(0.35)	 61	(30)	 	 	
13	 48062	(98.58)	 396	(0.82)	 31	(11)	 294	(0.61)	 28	(15)	 	 	
14	 28960	(95.66)	 288	(0.98)	 44	(19)	 1026	(3.42)	 105	(57)	 	 	
15	 29736	(98.40)	 254	(0.85)	 21	(14)	 228	(0.76)	 17	(13)	 	 	
16	 45437	(98.56)	 325	(0.71)	 30	(18)	 341	(0.74)	 30	(14)	 	 	
17	 376568	
(56.43)	
117436	
(23.77)	
22567	
(4153)	
173359	
(31.52)	
33543	
(4427)	
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Table	S2	-	Number	of	SNPs	in	MSH2	in	each	isolate,	categorised	by	type	or	location.		SYN	889	
=	synonymous	SNP,	NSY	=	non-synonymous	SNP,	p5UTR	=	5’	UTR,	p3UTR	=	3’	UTR,	890	
NON	=	nonsense	mutation.	891	
Table	S3	-	Non-synonymous	SNPs	in	Pair	3	isolates,	per	chromosome	892	
Table	S4	-	Number	of	non-synonymous	and	synonymous	SNPs	per	isolate	893	
Table	S5	-	Details	of	alignment	and	variant	calling	for	all	paired	isolates	included	in	this	894	
study	895	
Table	S6	-	Number	of	homozygous	and	heterozygous	SNPs	in	isolates	of	Pairs	suspected	896	
of	diploidy.	897	
Figure	S1	–	Phylogenetic	analysis	each	chromosome	of	C.	neoformansi	isolates	in	this	898	
study	(coloured)	with	additional	isolates	(shown	in	black),	to	identify	whether	Pair	3	899	
consists	of	different	isolates	or	is	a	relapsed	infection.		We	hypothesised	that	if	Pair	3	900	
was	a	relapsed	infection,	all	isolates	would	share	the	same	phylogenetic	relationship	in	901	
all	14	chromosomes.		Rapid	bootstrap	analysis	over	250	replicates	was	performed	on	902	
SNP	data	from	62	isolates	to	generate	an	unrooted	maximum-likelihood	phylogeny	(only	903	
branches	not	supported	to	100%	are	indicated	above	branches).		Branch	lengths	904	
represent	the	number	of	SNPs	between	taxa.	905	
Figure	S2	–	Chromosomal	copy	number	variation	can	be	observed	in	some	isolates	in	906	
Pairs	1,	4,	5,	10,	14	and	15,	when	compared	to	the	C.	neoformans	reference	genome,	907	
H99.		Normalised	whole-genome	depth	of	coverage	is	illustrated	here,	averaged	over	908	
	 48	
10,000-bp	bins	and	represented	as	a	scatter	plot.		Bar	plots	represent	the	position	of	909	
nsSNPs,	where	the	purple	track	represents	the	original	isolate,	and	orange	represents	910	
the	recurrent	isolate.		Note	that	Pairs	2,	3	and	17	are	not	present	in	this	Figure,	as	they	911	
are	represented	in	Figure	2.	912	
